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number of patients in that age group is 
so small or geographically dispersed; 

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group; or 

(iv) The applicant can demonstrate 
that reasonable attempts to produce a 
pediatric formulation necessary for 
that age group have failed. 

(4) FDA action on waiver. FDA shall 
grant a full or partial waiver, as appro-
priate, if the agency finds that there is 
a reasonable basis on which to con-
clude that one or more of the grounds 
for waiver specified in paragraphs (c)(2) 
or (c)(3) of this section have been met. 
If a waiver is granted on the ground 
that it is not possible to develop a pedi-
atric formulation, the waiver will 
cover only those pediatric age groups 
requiring that formulation. If a waiver 
is granted because there is evidence 
that the product would be ineffective 
or unsafe in pediatric populations, this 
information will be included in the 
product’s labeling. 

(5) Definition of ‘‘meaningful thera-
peutic benefit’’. For purposes of this sec-
tion, a product will be considered to 
offer a meaningful therapeutic benefit 
over existing therapies if FDA esti-
mates that: 

(i) If approved, the product would 
represent a significant improvement in 
the treatment, diagnosis, or prevention 
of a disease, compared to marketed 
products adequately labeled for that 
use in the relevant pediatric popu-
lation. Examples of how improvement 
might be demonstrated include, e.g., 
evidence of increased effectiveness in 
treatment, prevention, or diagnosis of 
disease; elimination or substantial re-
duction of a treatment-limiting drug 
reaction; documented enhancement of 
compliance; or evidence of safety and 
effectiveness in a new subpopulation; 
or 

(ii) The product is in a class of prod-
ucts or for an indication for which 
there is a need for additional thera-
peutic options. 

(d) Exemption for orphan drugs. This 
section does not apply to any product 
for an indication or indications for 
which orphan designation has been 
granted under part 316, subpart C, of 
this chapter. 

[63 FR 66671, Dec. 2, 1998] 

§ 601.28 Annual reports of post-
marketing pediatric studies. 

Sponsors of licensed biological prod-
ucts shall submit the following infor-
mation each year within 60 days of the 
anniversary date of approval of each 
product under the license to the Direc-
tor, Center for Biologics Evaluation 
and Research or the Director, Center 
for Drug Evaluation and Research (see 
mailing addresses in § 600.2 of this chap-
ter): 

(a) Summary. A brief summary stat-
ing whether labeling supplements for 
pediatric use have been submitted and 
whether new studies in the pediatric 
population to support appropriate la-
beling for the pediatric population 
have been initiated. Where possible, an 
estimate of patient exposure to the 
drug product, with special reference to 
the pediatric population (neonates, in-
fants, children, and adolescents) shall 
be provided, including dosage form. 

(b) Clinical data. Analysis of available 
safety and efficacy data in the pedi-
atric population and changes proposed 
in the labeling based on this informa-
tion. An assessment of data needed to 
ensure appropriate labeling for the pe-
diatric population shall be included. 

(c) Status reports. A statement on the 
current status of any postmarketing 
studies in the pediatric population per-
formed by, or on behalf of, the appli-
cant. The statement shall include 
whether postmarketing clinical studies 
in pediatric populations were required 
or agreed to, and, if so, the status of 
these studies shall be reported to FDA 
in annual progress reports of post-
marketing studies under § 601.70 rather 
than under this section. 

[65 FR 59718, Oct. 6, 2000, as amended at 65 FR 
64618, Oct. 30, 2000; 70 FR 14984, Mar. 24, 2005] 

§ 601.29 Guidance documents. 
(a) FDA has made available guidance 

documents under § 10.115 of this chapter 
to help you comply with certain re-
quirements of this part. 

(b) The Center for Biologics Evalua-
tion and Research (CBER) maintains a 
list of guidance documents that apply 
to the center’s regulations. The lists 
are maintained on the Internet and are 
published annually in the FEDERAL 
REGISTER. You may request a copy of 
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the CBER list from the Office of Com-
munication, Training, and Manufactur-
ers Assistance (HFM–40), Center for 
Biologics Evaluation and Research, 
Food and Drug Administration (see 
mailing addresses in § 600.2 of this chap-
ter). 

[65 FR 56480, Sept. 19, 2000, as amended at 70 
FR 14984, Mar. 24, 2005] 

Subpart D—Diagnostic 
Radiopharmaceuticals 

SOURCE: 64 FR 26668, May 17, 1999, unless 
otherwise noted. 

§ 601.30 Scope. 

This subpart applies to radiopharma-
ceuticals intended for in vivo adminis-
tration for diagnostic and monitoring 
use. It does not apply to radiopharma-
ceuticals intended for therapeutic pur-
poses. In situations where a particular 
radiopharmaceutical is proposed for 
both diagnostic and therapeutic uses, 
the radiopharmaceutical must be eval-
uated taking into account each in-
tended use. 

§ 601.31 Definition. 

For purposes of this part, diagnostic 
radiopharmaceutical means: 

(a) An article that is intended for use 
in the diagnosis or monitoring of a dis-
ease or a manifestation of a disease in 
humans and that exhibits spontaneous 
disintegration of unstable nuclei with 
the emission of nuclear particles or 
photons; or 

(b) Any nonradioactive reagent kit or 
nuclide generator that is intended to 
be used in the preparation of such arti-
cle as defined in paragraph (a) of this 
section. 

§ 601.32 General factors relevant to 
safety and effectiveness. 

FDA’s determination of the safety 
and effectiveness of a diagnostic radio-
pharmaceutical includes consideration 
of the following: 

(a) The proposed use of the diagnostic 
radiopharmaceutical in the practice of 
medicine; 

(b) The pharmacological and toxi-
cological activity of the diagnostic 
radiopharmaceutical (including any 

carrier or ligand component of the di-
agnostic radiopharmaceutical); and 

(c) The estimated absorbed radiation 
dose of the diagnostic radiopharma-
ceutical. 

§ 601.33 Indications. 

(a) For diagnostic radiopharma-
ceuticals, the categories of proposed 
indications for use include, but are not 
limited to, the following: 

(1) Structure delineation; 
(2) Functional, physiological, or bio-

chemical assessment; 
(3) Disease or pathology detection or 

assessment; and 
(4) Diagnostic or therapeutic patient 

management. 
(b) Where a diagnostic radiopharma-

ceutical is not intended to provide dis-
ease-specific information, the proposed 
indications for use may refer to a bio-
chemical, physiological, anatomical, or 
pathological process or to more than 
one disease or condition. 

§ 601.34 Evaluation of effectiveness. 

(a) The effectiveness of a diagnostic 
radiopharmaceutical is assessed by 
evaluating its ability to provide useful 
clinical information related to its pro-
posed indications for use. The method 
of this evaluation varies depending 
upon the proposed indication(s) and 
may use one or more of the following 
criteria: 

(1) The claim of structure delineation 
is established by demonstrating in a 
defined clinical setting the ability to 
locate anatomical structures and to 
characterize their anatomy. 

(2) The claim of functional, physio-
logical, or biochemical assessment is 
established by demonstrating in a de-
fined clinical setting reliable measure-
ment of function(s) or physiological, 
biochemical, or molecular process(es). 

(3) The claim of disease or pathology 
detection or assessment is established 
by demonstrating in a defined clinical 
setting that the diagnostic radio-
pharmaceutical has sufficient accuracy 
in identifying or characterizing the dis-
ease or pathology. 

(4) The claim of diagnostic or thera-
peutic patient management is estab-
lished by demonstrating in a defined 
clinical setting that the test is useful 
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